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AB Novel 3 , 6-disubstituted pyrans (I, A, A', and B = optionally substituted 
C4-C14 aryl and heteroaryl wherein heteroatoms of heteroaryl A and/or A' 
are selected from the group consisting of O, N, and S; Z = a chemical bond 
and Y-(CH2)o wherein Y = NH or O and o = 0-4; R = H or Cl-8 alkyl; W = H 
or OH; and n and m = 0-4, and wherein any carbon of -(CH2)n may be 
substituted by OR4 wherein R4 = Cl-8 alkyl, C2-18 alkylene, or COOR5 
wherein R5 = Cl-8 alkyl or C2-18 alkylene) or a pharmaceutically 
acceptable derivative or salt, are monoamine reuptake inhibitors with activity 
profiles of antidepressants. The synthesis of the pyrans is exemplified. 
For example, cis ( 6-benzhydryltetrahydropyran-3-yl ) ( 2-indolemethyl ) amine 
(II) was prepared by reacting trans-5-amino-2-diphenylmethyltetrahydropyran 
with 2-indolecarboxaldehyde followed by reduction with NaCNBH3 . The affinity 
of II in binding to rat dopamine transporter, serotonin transporter, and 
norepinephrine transporter was assessed by measuring inhibition of binding 
of (3H)WIN 35,428, ( 3H) citalopram, and (3H) nisoxetine, resp. ; II had 
IC50's of 227, 1640, and 401 nM, resp. 
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monoamine reuptake inhibitors for treating depression) 
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AB Novel 3 , 6-disubstituted pyrans (I, wherein A and A' = optionally 

substituted C4-C14 aryl and heteroaryl; Z = a chemical bond and Y-(CH2)o 
wherein Y = NH or O and o = 0-4; R = H, Cl-8 alkyl, C2-8 alkenyl, or C2-8 
alkynyl; W = H or OH; B= (un) substituted C4-C14 aryl and C4-C14 
heteroaryl; and n and m = 0-4, and wherein any carbon of -(CH2)n may be 
substituted by OR4 wherein R4 = Cl-8 alkyl, C2-18 alkylene, or COOR5 
wherein R5 = Cl-8 alkyl or C2-18 alkylene) or a pharmaceutically 
acceptable derivative or salt, are monoamine reuptake inhibitors with activity 
profiles of antidepressants. The synthesis of the pyrans is exemplified. 
For example, cis ( 6-benzhydryltetrahydropyran-3-yl ) ( 2-indolemethyl ) amine 
(II) was prepared by reacting trans-5-amino-2-diphenylmethyltetrahydropyran 
with 2-indolecarboxaldehyde followed by reduction with NaCNBH3 . The affinity 
of II in binding to rat dopamine transporter, serotonin transporter, and 
norepinephrine transporter was assessed by measuring inhibition of binding 
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of (3H)WIN 35,428, (3H) citaloprara, and (3H) nisoxetine, resp. ; II had 
IC50's of 227, 1640, and 401 nM, resp. 
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(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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benzhydryl-benzylamino-pyranols and 3 , 6-disubstituted pyran derivs. as 
monoamine reuptake inhibitors for treating depression) 
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CN 2H-Pyran-3-amine, 6- (diphenylmethyl ) tetrahydro-N- (phenylmethyl ) -, 
(3R,6R)-rel- (CA INDEX NAME) 
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CN D-arabino-Hexitol , 1 , 5-anhydro-2 , 4 , 6-tr ideoxy-2- [ [ ( 4- 

methoxyphenyl ) methyl ] amino ] -6 , 6-diphenyl-, ethanedioate (1:1) (salt) (9CI) 
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Absolute stereochemistry. Rotation (-) . 
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AB Novel 3 , 6-disubstituted pyrans (I, A, A', and B = optionally substituted 
C4-C14 aryl and heteroaryl wherein heteroatoms of heteroaryl A and/or A' 
are selected from the group consisting of O, N, and S ; Z = a chemical bond 
and Y-(CH2)o wherein Y = NH or O and o = 0-4; R = H or Cl-8 alkyl; W = H 
or OH; and n and m = 0-4, and wherein any carbon of -(CH2)n may be 
substituted by OR4 wherein R4 = Cl-8 alkyl, C2-18 alkylene, or COOR5 
wherein R5 = Cl-8 alkyl or C2-18 alkylene) or a pharmaceutically 



acceptable derivative or salt, are monoamine reuptake inhibitors with activity 
profiles of antidepressants. The synthesis of the pyrans is exemplified. 
For example, cis ( 6-benzhydryltetrahydropyran-3-yl ) ( 2-indolemethyl ) amine 
(II) was prepared by reacting trans-5-amino-2-diphenylmethyltetrahydropyran 
with 2-indolecarboxaldehyde followed by reduction with NaCNBH3 . The affinity 
of II in binding to rat dopamine transporter, serotonin transporter, and 
norepinephrine transporter was assessed by measuring inhibition of binding 
of (3H)WIN 35,428, (3H) citalopram, and (3H) nisoxetine, resp. ; II had 
IC50's of 227, 1640, and 401 nM, resp. 
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AB In our effort to delineate novel pharmacophor ic configuration of 
bioisosteric pyran versions of cis- ( 6-benzhydryl-piper idin-3-yl ) - 
benzylamine derivs. in interacting with the monoamine transporter, further 
structure-activity relationship study was carried out. Both cis and trans 
2,4- and 3 , 6-disubstituted derivs. were synthesized to determine the positional 
importance of N-substitution on affinity for monoamine transporters, that 
is the dopamine transporter (DAT), the serotonin transporter (SERT), and 
the norepinephrine transporter (NET) in rat brain. For that purpose, the 
potency of compds . was determined in competing for the binding of [3H]WIN 
35,428, [3H] citalopram, and [ 3H] nisoxetine, resp. Selected compds. were 
also evaluated for their activity in inhibiting the uptake of [3H]DA by 
DAT. Our binding results demonstrated potency in 3 , 6-disubstituted 
derivs. while 2 , 4-disubstituted derivs. failed to exhibit any appreciable 
binding affinity. Further structural exploration of the exocyclic N-atom 
in 3 , 6-disubstituted derivs. produced compds. potent at both DAT and NET. 

IT 805251-49-4P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 

(structural requirements for 2,4- and 3 , 6-disubstituted pyran 
biomimetics of cis- ( 6-benzhydryl-piperidin-3-yl ) -benzylamine compds. to 
interact with monoamine transporters) 
RN 805251-49-4 CAPLUS 

CN 2H-Pyran-3-amine, 6- (diphenylmethyl ) tetrahydro-N- (phenylmethyl ) -, 
(3R,6R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 
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